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Please amend the application as follows: 
In the claims : 

This listing of claims will replace all prior versions, and 
listings, of claims in the application. 
!• (currently amended) A compound of general Formula I 

R1 
R4 

or a pharmaceutically acceptable salt or solvate thereof, or a 

solvate of such a salt, 

wherein: 

Ri is selected from the group consisting of: 

C2-C6 alkyl, substituted with one or more basic groups_^ 
wherein the conjugate acid of said basic group has a pka of from 
1 to 15 ; 

cycloalkyl, substituted with one or more basic groups^ 
wherein the conjugate acid of said basic group has a. pka of from 
1 to 15; 

heterocyclyl, comprising at least one nitrogen ato m, and 
substituted with one or more basic groups, wherein the con j ugate 
acid of said basic group has a pka of from _! to 15; 

heterocyclyl, comprising at least one hetero atom selected 
from S or 0, and substituted with one or more basic groups_j^ 
wherein the con j ugate acid of said b asic group has a^ pka of 
from 1^ to 1^; and aryl, substituted with one or more basic 
groups_r_ wherein the conjugate acid of said basic group has 
^ P^^ of from 1 t£ 15 ; 

R2 is selected from the group consisting of acyl, acylamino, 

alkyl, alkylcarbamoyl, alkylthio, alkoxy, aroyl. 
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aroylamino, aryloxy,. arylthio, amidino, amino, aryl, 
carbamoyl, carboxy, cyano, cycloalkyl, formyl, guanidino, 
halogen, heterocyclyl, hydroxy, oxo, nitro, thiol, 
Z2N-CO-O-, Z0-C0-N2-, and ZzN-CO-NZ-; 
R3 is selected from the group consisting of COOR5, SO(OR5), SO3R5, 
P^0(0Rs)2/ B(OR5)2, P=OR5(OR5), tetrazole, and a carboxylic acid 
isostere; 

R4 represents a ~P~Re -group, or a -OH -group, or a x"^n"^5 -group. 




R3 is H, Ci-Ce alkyl, or aryl; 

Re is Ci-Cq alkyl, aryl, cycloalkyl, heterocyclyi , or an 
optionally N-substituted 

H2N-C(Z)-CONH-C(Z)- or H2N-C(Z)- group; 

R7 is H or Ci-Ce alkyl; 

X is selected from the group consisting of O, S, SO, SO2, C(Z)2r 
N(Z), NR7SO2. SO2NR7, NR7CO, and CONR7; 

Y is selected from the group consisting of O, N(Z), S, C(Z)2, and 
a single bond; and 

Z is independently selected from the group consisting of H, Ci^Cg 
alkyl, aryl, cycloalkyl, and heterocyclyi, 

with the proviso s (1) that when X is O, S, SO, S02r N(Z), NR7SO2, 
SO2NR7, or NR7CO, then Y is C{Z)2 or a single bond and (2) when X 
is CH 2 f Y is a single bond, R ^ is H, R 3 is CO2 H and R 4 is CQ ; H, 
then R i is not -CH 2 CH (OH) ( lJf-1, 2, 4-triazol-5-yl) , 
-CH 2 CH(0H) (l-trityl"l//-l,2, 4-triazol-5-yl) , -CH 2CH2NK2 or 
-CH 2 CH 2 (l-aminoanthra-9 r lO-guinone) . 
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2- {currently amended) The compound according to claim 1, or a 
pharmaceutically acceptable salt or solvate thereof, or a 
solvate of such a salt, 
wherein: 

Ri is selected from the group consisting of: 

cycloalkyl, substituted with one or more basic groups_^ 
wherein the conjugate acid of said basic group has a pka of from 
1 to 15; 

heterocyclyl, comprising at least one nitrogen ato m, and 
substituted with one or more basic groups, wherein the coniuqatie 
acid of said basic group has a pka of from 1 to 15; and 

heterocyclyl, comprising at least one hetero atom selected 
from S or O, and substituted with one or more basic groups, 
wherein the conjugate acid of said basic group has a pka of from 
1 to 15; 

R2 is selected from the group consisting of H, C1-C3 alkyl, 
amino, halogen, and hydroxy; 
R3 is COOR5; 

R4 represents a — f?" Re -group, 
O 

R5 is H, C1-C5 alkyl, or aryl; 

Re is Ci-Ce alkyl, aryl, cycloalkyl, heterocyclyl, or an 
optionally N-substituted 

H2N-C(Z)-CONH-C(Z) - or H2N^C(Z)- group; 

X is C(Z)2; 

Y is O or C(Z)2; and 

Z is independently H or Ci-Cs alkyl. 
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3. (currently amended) The compound according to claim 1, or a 
pharmaceutically acceptable salt or solvate thereof^ or a 
solvate of such a salt, 
wherein : 

Ri is selected from the group consisting of: 

cycloalJcyl, substituted with one or more basic groups, 
wherein the conjugate acid of said basic group has a pka of from 



heterocyclyl, comprising at least one nitrogen ato m, and 
substituted with one or more basic groups, wherein the conjugate 
acid of ' said basic group has a pka of from 1 to and 

heterocyclyl, comprising at least one hetero atom selected 
from S or and substituted with one or more basic groups^ 
wherein the conjugate acid of said basi c group has a pka of from 
1 to 15; 

R2 is selected from the group consisting of H, C1.-C3 alkyl, amino, 

halogen, and hydroxy; 
Ra is COOR5; 



R5 is H, Ci-Cs alkyl, or aryl; 
R7 is H or Ci-Cg alkyl; 
X is C(Z)2; 

Y is 0(2)2 or a single bond; and 

Z is independently H or Ci-Ce alkyl. 

4. (currently amended) The compound according to claim 1, or a 
pharmaceutically acceptable salt or solvate thereof, or a 
solvate of such a salt, 
wherein 
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O 



R4 represents a 
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Ri is selected from the group consisting of: 

cycloalkyl, substituted with one or more basic groups_^ 
wherein the conjugate acid of said basic group has a pka of from 
1 to 15; 

heterocyclyl, comprising at least one nitrogen ato m, and 
substituted with one or more basic groups, wherein the conjugate 
acid of said basic group has a pka of from 3^ to 15; and 

heterocyclyl, comprising at least one hetero atom selected 
from S or O, and substituted with one or more basic groups_^ 
wherein the conjugate acid of said basic group has a pka of from 
1 to 15; 

R2 is selected from the group consisting of H, C1-C3 alkyl, amino, 
halogen, and hydroxy; 
R3 is COOR5; 

O 

Rd is a ^^^JJ^^^Rg -group; 

R5 is H, Ci-Ce alkyl, or aryl; 
X is C(Z)2; 

Y is C{Z)2or a single bond; and 

Z is independently H or Ci-Ce alkyl, 

5. (currently amended) A process for the preparation of a 
compound according to any one of claims 1-4, wherein Ri, R5, Rs, 

and Z are as defined in claim 1, R2 is H, R3 is COOR5, 

I 

represents a — fJ^Re -group, 
O 

X is C(Z)2. and Y is C(Z)2, 
comprising the step of: 
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reacting a compound of Formula VI, 




wherein Ri and Z is are as defined in claim 1, X is C(Z)2i. and Y 
is C(Z)2/ with a compound of Formula IX, 

RePOjH^ (IX) 

wherein is as defined in claim 1, in the presence of a 
reagent, under standard conditions. 

6. (previously presented) A process for the preparation of a 
compound according to any one of claims 1-4, 

wherein Ri, R2/ R3, Re, and Z are as defined in claim 1, R3 is 
COOR5, X is C(Z)2/ Y is O, and 



R4 represents a ~ P ~ -gro up, 
O 



comprising the step of: 

reacting a compound of Formula XII, 



R1 

X R2 
HO COOH (XII) 
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wherein Re is as defined in claim 1, in the presence of a 
coupling reagent under standard conditions. 

7, (withdrawn) A process for the preparation of a compound 
according to any one of claims- 1-4, 

wherein Ri and R2 are as defined in claim 1, X is C(Z)2, Y is, 

C(2)2 or a single bond, and Ra.and R4 are COOR5, comprising the 
step of: 

reacting a compound of Formula XIV, 



R2 




(XIV) 



wherein R2 and R5 are as defined in claim 1, and Y is C(Z)2 or a 
single bond, with a compound of the general Formula III, 

R1-X-L (III) 

wherein Ri is as defined in claim 1, X is C(Z)2, and L is a 
leaving group, in the presence of a base, under standard 
conditions . 

8, (withdrawn) A process for the preparation of a compound 
according to any one of claims 1-4, wherein Ri, R2f R5/ R7, X, Y 
and Z are as defined in claim 1, R3 is COOR5 and 




I 



R7 
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comprising the step of: 

reacting a compound of Formula XV, 



R1 

I 




with a compound of Formula XVI, 

HR7NOH (XVI) 

wherein R7 is as defined in claim 1, in the presence of a reagent 
under standard conditions. 

9. (previously presented) A pharmaceutical formulation 
comprising a compound according to any one of claims 1-4 as 
active ingredient in combination with a pharmaceutically 
acceptable adjuvant, diluent, or carrier. 

10. (cancelled) 

11 . (cancelled) 

12. (currently amended) A method for the treatment or 
prophylaxis of conditions Qooociotcd wibh in which inhibition of 
carboxypeptidase U is required or desired , comprising 
administering to a patient in need of such treatment an 
effective amount of a compound according to any one of claims 1- 
4. 



NBWYORK 436SSJ& vl [43655 J&_ I. DOC] (2K) ~ ^ 

PACE 10/18* RCVD AT 10J20/2004 5:22:50 PM [Castem Daylight Time]* SVR:USPTO-EPXRP-1/3" DNIS:8729306 « CStD:21 23549261 * DURATION (mm-86):04-46 



FROM W&C LLP FAXDEPT- F#21 235481 1 3T#21 281 97583 (WED) 1 0. 2 0 ' 04 1 7 : 27/ST. 1 7 : 2 5/NO. 48 6458 24 3 1 P 11 



13. (currently amended) A pharmaceutical formulation for the 
treatment or prophylaxis of conditions aaoooiatcd with in which 
inhibition of carboxypeptidase U is required or desired , 
comprising a compound according to any one of claims 1-4 in 
combination with a pharmaceutically acceptable adjuvant, 
diluent, or carrier . 

14. (withdrawn) A pharmaceutical formulation, comprising: 

(i) a compound of Formula I as defined in claim 1 or a 
pharmaceutically acceptable salt or solvate thereof, or a 
solvate of such a salt; and 

(ii) one or more antithirombotic agents with a different 
mechanism of action from that of component (i) , 

in admixture with a pharmaceutically acceptable adjuvant, 
diluent, or carrier. 

15. (withdrawn) A kit of parts comprising: 

(i) a pharmaceutical formulation comprising a compound of 
Formula I as defined in claim 1, or a pharmaceutically 
acceptable salt or solvate thereof, or a solvate of such a 
salt, in admixture with a pharmaceutically acceptable adjuvant, 
diluent or carrier; and 

(ii) a pharmaceutical formulation comprising one or more 
antithrombotic agents with a different mechanism of action from 
that of component (i) , in admixture with a pharmaceutically 
acceptable adjuvant, diluent or carrier; 

wherein compound (i) and agent (ii) are each formulated for 
administration in conjunction with the other. 

16. (.withdrawn) A method for treatment of a patient suffering 
from, or susceptible to, a condition in which inhibition of 
carboxypeptidase U and a different antithrombotic mechanism are 
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required or desired, which method comprises administering to the 
patient a therapeutically effective total amount of: 

(i) a compound of Formula I, or a pharmaceutically acceptable 
salt or solvate thereof, or a solvate of such a salt, in 
admixture with a pharmaceutically acceptable adjuvant, diluent 
or carrier; and 

(ii) one or more antithrombotic agents with a different 
mechanism of action from that of component (i) , in admixture 
with a pharmaceutically acceptable adjuvant, diluent, or 
carrier . 

17. (withdrawn) A method for treatment of a patient suffering 
from, or susceptible to, a condition in which inhibition of 
carboxypeptidase U and a different antithrombotic mechanism are 
required or desired, which method comprises administering to the 
patient: a formulation from the kit of claim 15, 

18. (previously presented) The compound according to any one of 

claims 1-4, wherein the basic group is selected from the 
group consisting of amino, amidinc, and guanidino. 

19. (withdrawn) The process according to claim 5, wherein the 

reagent is N, 0-bis (trimethylsilyl ) acetamide (BSA) or 
hexamethyldisilazane (HMDS) . 

20. (previously presented) The process according to claim 5, 

wherein the coupling reagent is selected from the group 
consisting of; 

(i) dicyclohexylcarbodiimide (DCC) /N, N-dimethyl amino 

pyridine (DMAP); 

(ii) (benzotriazol-l-yloxy) tripyrrolidinophosphonium 
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hexaf luorophosphate (PyBop)/ diisopropylethylamine (DIPEA); 
and 

(iii) S0C12- 

21. (withdrawn) The process according to claim 7, wherein the 

leaving group is selected from the group consisting of CI, 
Br, I, and tosyl, 

22. (withdrawn) The process according to claim 1, wherein the 

base is lithium diisopropylamide (LDA) or NaH. 

23. (withdrawn) The process according to claim 8, wherein the 

reagent is dicyclohexylcarbodiimide (DCC) /N, N-dimethyl 
amino pyridine (DMAP) . 

24- (withdrawn) The formulation according to claim 14, wherein 
the antithrombotic agent with a different mechanism of 
action is selected from the group consisting of an 
antiplatelet agent, thromboxane receptor inhibitor, 
synthetase inhibitor, fibrinogen receptor antagonist, 
prostacyclin mimetic, phosphodiesterase inhibitor, and an 
ADP-receptor (P2T) antagonist, 

25. (withdrawn) The kit according to claim 15, wherein the 

antithrombotic agent with a different mechanism of action 
is selected from the group consisting of an antiplatelet 
agent, thromboxane receptor inhibitor, synthetase 
inhibitor, fibrinogen receptor antagonist, prostacyclin 
mimetic, phosphodiesterase inhibitor, and an ADP-receptor 
(P2T) antagonist. 

26. (withdrawn) The method according to claim 16, wherein the 
antithrombotic agent with a different mechanism of action is 
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selected from the group consisting of an antiplatelet agent, 
thromboxane receptor inhibitor, synthetase inhibitor, fibrinogen 
receptor antagonist, prostacyclin mimetic, phosphodiesterase 
inhibitor, and an ADP-receptor (P2T) antagonist. 
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